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[0001] *%Wl$, ^m^Uy^^it^mpm^tVX^^ (E¥ia^KLF5ro 
[00021 W s W^b^{iCfeti"5Miff^B^iiLT^^, ffi#ibf±^^a^ic^^ 

<DWtPf%mmtz^k\-±, iktfm&offiMzmmi^ zb&XL^m&m&m&i-z 
[0003] &%w%bix m^itLtzw-mm^'wmm^m.i'^wmm^^mmm^j- 

(Kruppel-like factors5)/BTEB2/IKLF (£tT, ^SBftBfiFfdjot f KLF5J t 
#&5)£ig|^5~££$^Lfc(Circulation Research, 85, pp. 182-191, 1999) 0 
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[0004] #L%m%blZ, KLF5^WlMRW:it^mit^^>^(Oyvi^— $—{Zffi£LT 
f^t>^5bL,t (Nature Medicine, 8, pp.856-863, 2002) „ ~<D/y£T9h--?9?>X\^ 
(PDGF);W£S!<&¥#&&K£TH&T LT^oP, PDGF25KLF5©i&^jfiJ$p<D$fa 

#jfe^©j&f^rt8t^J*?HfeiSL&(Nature Medicine, 8, pp.856-863, 2002), 
[0005] ^^y^l-"7^{b^^~oT^(2E ( 4E,6E,10E)--3,7 J ll,15-v'h7 
^^-2,4,6,IO,14-^^r^^^^>'^(WT,rO%®^0^^*{^V^Tr 
NIK-333J fclWiH^%5) 13, l^f/^«I&ioVf /^fyig^^ii^ 

»LT*3P>T , ^ttO^VUl^itT^ffl^6(N. Eng. j. Med., 334, 

pp. i56i-i 567, 1996) 0 \,frLt£tfb, ^.ti^mk^v^^mt^m^m^ 
iii^T&5KLFs<^te^^^ 

[ooo6] a. ^mmm^KLF5<Dmmmmmmmm^mpir^t^ 
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[00071 « ^#6ft±K^ iiM^^-t . mi m^KL?h<Dmmtnm \m * 
^WM^-ry^^ * 

[0008] ^fP^i^D, tS¥E^KLF5^i4ffc^^^^-ftffl^To^^r- 

[0009; _hSEo*^©^tLi >«*cj:m±\ fm^j-fu^vrnt^mt^-ru^ 

^fb^fe^(2E,4E,6E,10E)-3,7 ,11, 1 ^-2,4,6,10, 

5-1-5 xfi^tp^^ ; «y^x y>^&#pff3Jt~5£i&-e&>o t\ mMx^j-yu 
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[001 1] *mw&mm&m^m*KLF5<nt%mk&mmi-z<m*ftLTm, Aty w 

[0012] [Ell]|giliCOSiaifa(CKLF5tRARa*=iH7^7*^->3^£-& s NIK-3333r^ffi 
[H2]tl]2{iC0Sl»(IKLF5tR/\Ra^h7^7^^>3>'^-&, NIK-333XO* 
[iH3]Ill3f±COSl^Pllfe^KLF5irRARjS , y ^l^^x^y^, NIK-333^ 

m4]m4mrmmKNiK-mx\tA7RA^^h. 24, 36, su^s^m©^ 

[H 5]E] 5 J43T3-KLF5SH&S TO jftftl Jft £NIK-333X fefcATRA££ ffrL , ±«UI&& 
[0013] ^PJl0iI©tM^iUffl^^.^!i7"V^^ft!l W 

~2,4,6,lO,14-^ii-x*^V^^T«, 1*^0311^14 

(2E,4E,6E ) 1 0E)-3 ,7, 11 , 1 5-f 10, 14— ^V^^^rffl ^ v 

Z(D{t^mi'W y ABBm-3ZQ5S^n&m. Chem. Soc. (c), 2154, 
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[0014] ^^^^|g<bLTti,^^yy^/^^^^^^tS4LTt«tv^ 
, a ft ft l X tt2TO_b»M tit £ UTS4ro-l> 

-5-<?>v ^Ttl^S 'J-gK&IKt^ia ™T'fcS 0 M p Mrs li 

" kuxit, wt-tts m mmxizm#m*k') * mmu mm. wm, ->^yy a m 

ifzzkvx^ p ®*\mirmn\<rMk l-g* . &mk &mi 

[0015] is^^^^tLTfi, $&m, ^mk mmi mm 

m, mm* nmk m%k wmm. mmk ®&%k mmmk %mt%k =>-x 
r^y%k mmm-mm. mmm, mmmmnk %mk mm®, m.mnk mmtm 
s «fe#k ®%nk mmmk wmmk mink %mt wmk mmmk 
!&mk mmimk %mn, mm, $im, mmk mmnk mmmmi %® 
%k mm%k mink &mk mmitfik mk mmk mmmmk wmmu 

$ p mmw imm&nx^z<nx\ mm^\mm%m®<omm^}t^xm'^> 
mmmmm&mmu a m^xuB<D^m^^x^m<omm<ommtm^ 
mm-tzzk&xtz* mmf®mmkLx±spv-*wm&, -t?7^>\ s 
*isk wx-f-^sy^-^ x\*£®^mm*wf%m%t£k^m^z.k&x% 

So PCT/JP03/10440-§-O91J|B#-t^tt3,7,ll,15-rh7^/V-2,4.6,10,14 — 

3§ ^ s H t LT £ £ fc#J ffi W b£t*&>&. 
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tit'vfaftmmmuz^xhttizf&k.^ &m 
[00173 jmm<omm<o®*m.tf®*mLkm\m&i$tit& &%tt#%a&&&. 

fttLT— 0 S^-S*r0.001 mg— 1,200 mg;?£&<7;>P$TiI^T5~b^T?£ s ft^i^J 
tlifilA- B fefcDlOO mg— 1,000 mg^^-C*)5 0 iiaoS^SrflMro^©^ 

COSl»^24^^^yi— h^5X 10''fi/>>^tO#J^-C'-i#, 37°C^5% CCMV 

*kS8) VTs*y ^ti&s&m&m^ %<D7'nh=i-Mz.'i&^Xft^tc 0 1^tfc>*> % 
P CAG/KLF5£tc{i^^^-(pCAG), pCMX/RARa Stfi-tO^-W- 
{pCMXX&lWPDGF-A promoter(-900)- Luciferase£&U 37 C C^5% CO^y^ 
-<-£T*48Pt tfCo NlK-333tt^fvl^U*^>-K (DMSO) tj&<WLT10" T 
— lO^MtsfeS^p^^BLfca Dual Luciferase Reporter Assay System 

^^li^^ffi^T^v-y^y-irTy-fe-far^Tof^ ^O^MlE^-f „ KLF5© 

tRARaO^W— (Lanel), KLF5W03fi^>SA(Lane2X &0 
RARo 0^©*e : f*A(Lane3)^iteb-CKLF5>: RARcs ©®^^AlC«t9 
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[0019] 01J1-2. ife^H^KLFSSttfb^Mf 5Sft* 

COSl»^24^^yv-K^5Xl0 i ii/^zr_^©Ii|-^-C'|S^, 37°C£>5% CO J> 
^a"*— IfeigflfcLfco h^V^-7^->aV}iTransFa<:t (gftfiffiU ~f^1S 

pCAG/KLFSr/cSiW^^-CpCAG), pRSh/RAR a , j8 , y ^fctt^^S^^ 
— (pRS-RSV)fciT^PDGF-A promoLer(-900)-Luciferasoar^PL., 37°C^5% CO 

LT10" 12 "10" S Mfc/ir5J:5iCgs;jpLfc o Dual Luciferase Reporter Assay- 

System (^p^IIS) ^W>7x7- ^Xyi-r-f £rfxofc 0 -ir co^£[H2^ 
0?3(C^T o KLFSO^^^— iRARa^^^— (Lanel), RAR a (DfrOMfc* 
*6A(Une2), ^U : KLF50O^(^5tfK^W-A(Une3)}Ii:t!geLTKLF5>RAR a 
^%A(Lane4)(^J;DPDGF-Ayn^--^~^t^t^m^^nfc 0 Z CD RAR a <}&?§Ijl 
T tf 5KLF5& ^PDGF-A:/*^--* tfM I&NIK-333 *) ifrfflgtl 

fc(Lane5-12) 0 ^<Dfpffl(ilO" 10 M^^^;l(l, i|g&-#^#miJU ^-Vi—hyV 
^-U-^y^vSftCATRAUU^Si^TfoS^^^febnfc, P^-flRAR y 
i-fc{^KLF5fe#OPDGF-A^o^-^-^7^b^fiNIK~333iIj;9M^n, 
ATRAJ:^^em^T:-&5^i:7jS|g^ibtlfc D — 7j\ RARJ3 3s?g^T^&tf&KLF5f£?f 

fc c NIK-333t±RAR(a ,7 >&&&T£:fc^TKLF5<DPDGF-A:/p*— i%M;fb 
M£»J U :_/>'1--; ; ] liATRAJ:5t5SU^T'fo5Zt*s»i?>t,nfco &oTNIK~333 

[0020] ^j2:^jg^^l@a3T3ftirrfti?i[c:^r-5M 

i2mmjjkW:L.tz a NiK-333&lMTRASr 10~ 7 -1(T MtKvXoKWBL 
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24, 35, ?£mwmm^mMm%stmLfz c NT<~333£ATRA (5 DM SO L fc 
ATRAJ^^&V ^Zttmm.^tl± (HI4} „ lot, NIK-333^S«M^W!3££tl 

[0021] f?!i3-i i-^^^^^ws^^n-as^ssbm 

CCO^JUCO^m^UB^tlXl ^(Physiol. Genomics., 2, pp. 13-30, 2000; 
Circulation, 104, pp.2716-2721, 2001; Circulation, 106, p P .847-853, 2002) o $kWi^ 
«ttC57BL6/N^^^83i#(lOK/sl)^™Lfc 0 *sift(;:&#L;fcN[K-333 

mm&m&um, ^bmrnm^mm^x^y^Bf^n^tc mmnm\t^ 
^nm<omm.\^ m^-zzz^ux^^Yn~;v^b\tm\,x\m{^m/^mrst 

[0022] [Ml] 





r/M it 




C.HG i0.35 


NIK-333 50mg/kg 


0.87 ± 0.29 


NIK-333 lOOmg/kg 


0.76 ± 0.31 



[0023] #i]3~2. ^^ymm^1rMZ^iT69JiM 

^©^^/^^JlS^^Tt^ttT^SCPhysiol.Genomics., 2, pp.13-30, 2000; 
Circulation, 104, p P 2716-2721, Circulation, 106, pp847-853, 2002) D H§=Kll3#'i!t 
C57BL6/N-7^8aft(10KC/»)Sr^Ufc. ^M^MLfcNIK-333 100, 200 
mg/kg&^&ATRA 5, lOmg/kg^^^St^y^^u^^^y^o'ifW^MAiJ^ 
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Elastica van Gieson, EVG) SfefeSrfrofc. -t^S*, #:7££SMP^T*&Dfcm 
tfrt!B£<OJEJ¥Wt, NnK-333K4-»T?=Vha-/P8¥tJt«LTr/MC*JK/rtJK)Jt£0 

[0024] [g2] 





I/M ik (Mmi.±S.D.) 




®& <*SDitl5 


0.62i0.2 




NIK-333 100 rag/kg 


n.3R± ' 


P<0.05 


NIK-333 20On.g/fc c 


0.09±0.1 


p<o.d: 


ATRA 5mg/kg 


0.G4±0.3 




ATRA 10 mg/kg 


D.63±0.2 





[0025] M4:Y^|Mtiaimi 

Kflf4C57BL6/N v>.x8M#(10E/^)^ML/c, t^U/cMK-333 
50mg/kg&l/100mg/kg£5Ml 0 1 HNS 0 & P &-£-Ufc„ M^LT^aS^*: 

SlfcLfc. ^rOfe*, NIK-333O55HRBS^l¥(50SO100ing/kg)-eii='>'hci-/V' 
[0026] [S3] 





(g> 


wwtasifis (g) 




21.1*0.3 


0.14S7±0.0036 


NIK-333 50mg/kg 


20.8*0.3 


0.1165*0.0043 


NIK-333 lOOmg/kg 


21.2*0.3 


0.1360*0.0026 



[0027] 0||5. KLF5^jzM&mm^<D&W 

iaF54'^^fC^m^ii-7t«<3T3~KLP5lSB^>(KI.J-5COcDNA^3 X FLAG IS 
Jl^^-|C-^y^P-^>-^L3XPLAG-KLF5W^>^h7^h^(t : Jt, ZiD&Xh 
7^b^3T3^ISrih7>'^7^^^3>'L7t^.2iiWG418^r?^T'e^*, G41.8® 

£3T3-mockJfMto^) SrlOfcFES. penicillin G/streptomydn-^^DMEMitJljil^l X 
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10" fi/^-xA- (e^xA-Z/V—WMllU — m3tC(DD% CO Xy*^- Tig 
penicillin G/ streptomycin^-^DjVlEMi-SfflCiEft^^') 1-£I&U 2a#^m!- 

£[15^1^ 3T3-mock|lB)l / di4yj;03T3-KLF5«^:Bl'^TDMSO(C^f5¥t/c 
NIK~333,ATR.A^10" s -10" 5 M^?f/^l^SJ:p^^[lf f3q^iiiS>:^^NIK-333 
^jX^n^lfs^ 3T3-mock 
*W!S, 3T3-KLF5i8BiaiC^$^f^NrK-333©^SAmAJ:9t^^T'&ofc 0 
■NIK-333&8s2jp L,fc3T3-mock{NBiat3T3-KLH5SBJia«:ltgSi-5i:, 3T3-KLF5« 
W#a^MS<££# Wi§aWc<> fi£oT, NIK-333#£TKLF5^*(c£|?«£ 

[0028] *fgPj(7>[£^(-ite¥-ia^KLF5(7)^ft W$IJ1"5f1sM^WLXfcip , if^r 
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$m£hi,xt&mm a 

[6] #M^y7°^^^it^#J^(2E,4E,6E,10E)-3 5 7,l 1,15-7"!^^^ 

[?] ^3Hrcfc5«^ 

[8] M Hi t4ffl®HMil^^iT^!t*©ifflIliIt^ ^t^I^Tf^'I 
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[122] 



2/4 



l>CT/JP2005/00298fi 




CAG-KLF5 - - + + + + ++ + ++ + 

pRS-RSV +- + --- 

pRS-hRARor .+. + + + + + ++ + + 

NIK333{M) - - - -+ + ++ + ++ + 

10 12 10 11 10 10 10 9 10 8 10" 7 10" 6 10 s 



ME 

3 4 5 6 7 8 9 10 11 12 
+ + + + + + + + + + 



+ + + + + + + + + 
+ + + + + + + + 
10 12 10* 11 10* 1 ° 10' 3 10 -8 10" 7 10" a 10" 9 



I 



□ 



1 



CAG 
CAG-KLF5 
pRS-RSV 
pRS-hRARof 
ATRA (M) 
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[S3] 




CAG h 
CAG-KLF5 - 
pRS-RSV H 
P RS-hRAR£ ■ 
NJK333 

(M) 



+ + 
+ + 



10 .11 10 -» 10 9 10- 4 




CAG 
CAG-KLF5 
pRS-RSV 
pRS-hRAR Y 
NIK333 



(M) 



- + + 
10-11 10 -io 




10-" 1O- 10 1O-' 10"° 
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=iM-n-;UDMSo iff 7 1CT 8 iff 5 iff 4 Ui^hn— ;udmso iff 7 iff 8 iff 5 iff 4 



(X1(f) 




3>KHi/DMSO Iff 7 iff 3 iff 5 ICT 1 

[[15] 



ft 

8 40 

IB 




in 



ATRA N1K-333 



-Ch 3T3-mock^^ NIK-333^JD 
3T3~mockSBfla ATRA^te 
3T3-KLF5tBJfe NJIK-333^J0 

"if 3T3-KLF5&B8S ATRAiS^D 
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